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fc(i[16]fBife(7);^feo 
[l8]^(DX@^-g-|:py>'/-?^©IlIi|X;^& 
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[0017] :^mm(Diriw.^mmvxmM. m-mm. -^^uyr—i^Ruv'^y^mm^hth^ 

[0018] feSV^frt^PJ«, J^j;TcD(l)-(3);?)^?>51tR$tL5®eW. ~^fclt:^V^^^}'l^'^ 

(1) HIDElSeW^ 

(2) HiDEiitf5^cDtsMia^iJt->^bT;^by^v^^>-h/^^#TTvA-r7^y^vx-r5 

m^x:^mmn. ±mirii$^^mm\^xmm^nfcmmm^^^'r^x.n^^t^ 
m\^xmm^tifcm^m(D.mm(D^\^R-ax^fcnmm<Dfc^(Dmmm.^m 
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u^^t^.mm^fci^mm^^m<D^mRnx^fcmm(Dfci^(D:ifm^mm'r 

[0019] [|Ill]-v'>>;^HIDEl(inHIDEl. ni^\m^:2)RXf'^'^:^^mMHlDEl(sHlDEl. IB^IJ 
sHIDEl-Cli , mHIDEl J^-a-^tbSI^KM^^^^j^CrfeLTV >6o 

[|l|2]->">y?.HIDEl (mHIDEl, iB^IJ#-^: l)S.U^thHIDEl (hHIDEl, ia^'J#-^: 5) (D 

mRNAia^lJ^i:t:$55bfc[ll-efe5o 73.9%(Dia^lJtBIW]'[-^/5Sff.2if)^tLfCo 
[|1|3]-^'^;^HIDE1 (mHIDEU @aM#-^: 2)Rt)«thHIDEl (hHIDEl, SB^'J*-^: 6)(7) 

r^ypisa^ij^it^ufcig-t?feSo 68.4%cDsa?ijtiiiitt^5^j6?3nfcc 

[El4]^HIDEm#:(D^#?rliM^b/c^m^^-riKl-efcSo (a)«, hHIDEl— i^tt^ 
?a293T:^tJ«If^S293T^fflV^'C:7n— i^^Mhy(FCM)^fTofc*S*^^-ro HH 
;aShHIDEl— ig'|4^Ja293T, ^m^W^M293Tl^M't^^HlDEim^(ini2)(DR 
Jt-^^i-o (hM, hHIDEl^m293T(H)^m-lilc^Myc-tagi!l>'^®e®^^?abfc 

293T(C) i^Mi-^1^HlDEmMSFl2)^m\^^fc.^^:^^>'-:f^^y'r^^^^(0'^M^^ 
(D^^^K<7)f5:e^^^p-t:^-ro (c)f*. hHIDEl|§m293T(H)i:ffiOgeK^^?abfc 
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(lymphocyte). :^^(monocyte)RU^S8)fei^(granulocyte)J;i^M$tL/^Co (b)i^f^ 
Isotopic controU;ij:6PBMCC9^'fe^fto/c^:^^^-f"o (c) f^f* , PBMC(Z)FS^SS 

m6WM^—:^—x-^^cDi4Kn'r^^i^t.miiDEmi^t(D^m^'&(D'i^^ 

mm^^—h^^>i1-tc(A, B, C)o (b)PBMC^#:^FSi;SS-eMP?fl(Mfe)b. (a)(DmK 
*5tt?)Ac7)|HI^^H( CD14(++) & fei:HIDElfei:#:(+))SrM^-C^Lfc:(^S^rt)o (c) 
PBMC^#:^FS^SS-eJgM (a)(D|lIJC^Qlt§Bc7)^HJ3S^|g(CD14(+) & ^ 

HiDEmm+mm-^x^vfc mmpn) . (a) pbmc^^^fs^ssi?®^ (m^) u 
(a)(Dmi^^n^c(DmmMm(cDu(-) & ^HiDEiin:m+))^B'&x^i^fcmB\H 

BS^Hi-y— h^^^ftfcCA, B, C)o (b)PBMC^f*^FStSS-e®P?fi (li^cfe) (a)(D|ll 
ic4bntSA(D#ffljia^a (CDllb(++) & feiHIDEl^#:(+)) ^m^^X^L.tc mBP^) o 
(c) PBMC^#:^FS^SS-eMlfl(Ji^fe)L. (a)(Dmi^^n^B(Dm^^MMCDllh(+) & 
^HIDEm#:(+))^mfeT?^Lfc(^||p*^)o (d) PBMC^#:^FS^^SS-eM5B U 
. (a)(7:)|2It^joitSCcD|ffl|^^g|(CDllb(+) & feT:HIDEl^#:(-))^mfe-t:-^Lfc(l^|| 

A^^^mc, (b) PBMC^#:^FS^SS-t?Mli(ii?C'fe)b. (a)(D|llt^:^itSA»*0IS^H 
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(CD33(+) & ^HlDEmm+))^B^-^'^l^fcmB\H)o 

(a)f^U937. (b)f^HL60. (c):S.t>Xd){^THP-l?r^>^^&#^BJIStUTfflV^TV^:5, 

[igiO]^hHIDEl^^(lH12) ^#M5^«J|^*0l^-^— (BDCA3) ^fflV^fcthTl^^i 
Skm^ (PBMC) CO^M^-fe^^LfcigiJfe^o (a)PBMCcD^HIDEl^#:(lH12) t 

Isotype controlCOnM^-fe(b)PBMC(7)^7LHIDEl^f:^(lH12)^BDCA3(DnM^-feo 

[i2iii]&HiDEi^#: (5F8) t^m-^—^— (cDiib) ^m^^^fc-^^^M^nshimm ( 
PBMC) . :s.t5-^'^7;^Miffli^(D -ms^fetr^LfcEit?fe5o (a)'^^:^mnskmm 

PBMC) (^^HIDE1^#:(1H12) ^Isotype controKZ) "fi^feo (b)-^">y<.*^MjfiL^ffl IS ( 
PBMC) (D^TLHIDEl^nf* (1H12) t^M-^^^^ (CDllb) cD^-fi^feo (c)-^t>;^|^||| 
m^^(DifiHlDElifiW.iim2) asotype control(Dr.m^Md)'^^:^BBB^^(DifC 
HIDEl^^ (1H12) i^^-^— (CDllb) cD^fi^feo 

[EI 12]fcHIDEl^#: (5F8) (CDl Ic) ^m^^f-'^^^M^ikm 

IS(PBMC). :&tK-v">;^fl^SMlS(7)-fi^^^^L/c|ll-r^So (a)-v'>>;^PBMCt^^ 

-5^HIDElJrLf2ts:(lH12) irisotype control(Dr.m^'&ih)-^^:^PBMC\ZM-i'^^ 
HIDE1^^(1H12) m^^M-^— (CDllc) CO— m^fe(c)-^r>;^J3f li^ffliat^^ 
-r6^rLHIDElfei^(lH12) irisotype control(Dr.m^Md)'^^y^mmiW^M-i-^ 
^HIDEl^TLf* (1H12) tm-^m^-^—^— (CDllc) cD— fi^^ 

[0020] [W^-^-;^7-^mffl^#:] 

*^P^t-J;'9. HIDEl^-v— ^-f-^r^(^J;i9^^P(7:)¥5t'^— CD14j;^)^iJ[S 

<:^^^^fe-T?t, ^^cCDiibi^i:b-<j:'9#mWt-W^^feT^^S^^;i55a^;0>^^ 
^.eo/co -^r-C. 7^^0J{Cj;^)^^-^-;^-(HIDEl)^tii^-r5/^'i6®^#:}asS#t^ 

(1) HlDEim^M. (2) HiDEiitfH^ot@^iifl^iJi^^LT;^hy>^-:^^^h/c^^# 
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[0021] ^HIDElJ^fc«^HIDEl®eWJttt^ HIDEl3lfK^^(^J;'93— K$tl.6^°y 

[0022] thHIDEl(7)T5:/^iB^iiMa?iJ#-i-:6t^, -^tt^^— K1-Si&Sia?iJMB^fi#-i-: 

[0023] HiDEiaf5^<Dts«ia^ut->5^LT^hy>'v^:n^h/^^#TTvN-r:7^yi$^vx-r§p< 
:i^^:e-^Kia^(jf*. HiDEijtfe^(^>?fUTi^v^tsiiitt^^u uiDEitmm^Mm^ 
w-om^m^=^-V'r:6^(Dm'^^ti^o ^^x\ ^^bjo^^-^-;^/-^^^^ 

ffiiaMi^>pfbT;^hy^i>rri:/h/i^#TT^^^^:/yi5'VX-r5^^i/;e-^Kga^(JJ^3- 
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XSSC. 40%^/Vi^T^F-e25°C-e^T5o H(-^^b<f^5XSSC. 

40'C-C^t5c /^^:/y^Vif— v-a^-^^CD^^i^fi, 2XSSC. 37°CX-m^-r^. 

$?*L<tti xssc, 55°c-t?^5fe#^'r5o M(-0^b<fii xssc, eo^cc^^feif-rSo 

m'r^:^tf}^x^^. Mi^ma^. m^(Dwm\^^wiM-r^ia^^ facs-^elisa/^ 

t'(D:ijm^m^^^^ti^x^^. facsj^*dV^-cj4. ;K-:^^^:7^«(Z)|+#:^ii:j^S-:3 

V^T. fei#:cD|^^V-</^^i;b^-r6rt;a5-e#5o fe5V^{^ELISA^^*5V^T^^. till 

HiDEi^m^mmM-r^^i$^tm^^t^^^x^^. 
[0025] #(^^^uv>»f>t^L-rji. HiDEimBm<Dm7Ki^mm-^tii^mmmf^mm^^ 
t^m}i-A'^mfhn^^^.H\DEimBK^faMDEim^^(Dmwmmi^M\^x:^h 

ipLm'^^x.^-rtnt}f(DXot^m}ixh-DXhx\^\ j;oT. :^mm(Dmm'^—^- 

fci9. 8j^_b(M;t«. 8. 9. 10. 11. 12^rcfil5)(DT^yMaStr^-r^AKy-<^°5^K 
[0026] *^5g(D^#:jMDElirL^^MW-e^5*>(D-T?fetLj^j:<. 

Fab\ F(ab') . Fv#). — *iS^#:(scFv)#;^S^^tl.6o 
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[0027] «PJ!(D^7i:f*{*. ^^P<7)^?ifeJ^J:i9M3t-r5r<i;^S-e^6o m^\^. HIDEISSK 
HIDEl^^lit-5^y:^n— :'-7l-fei#:Sr#S^i;as-e#§, ^Lr-C-ffiffl^tLS^^lili^ 

[0028] *^0J!(Di5tf*^#5fc^f)(Di5lJHtbT«. tfj37t!cD(l)HIDEl^ (2)HIDEl3t 

Sa^iJ (cict'^^'-K^tLSM S ^/ctt (3) in^(l)*U< (2)C9S e < 
»^Lfc8r^/^^^^^-t-S/Ky^:/^Kif>t^f^ffli-Sr^;^5-c^;5„ 
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[0029] mm(Dm'\^^m^^mt(Dm^^mm^thfcmm>hmi^m^mm^^^ 

M^^^^^n— x'lBJlS^rSi'^^-^T^N^^^yK— ^^f^M-r5;^fe(M;t«. Methods 

Enzymol. (1981) 73: 3-46#,B^) |§;6^'l?fe6o #f3tl.fc^7Lf«#i?^0IS^l#^b. 

[0030] #^t^fcfeLf$S^|fflJ3ad^P>i5t^^=3— K-r§jt'fs^(^^n— ^^^^^ffV\ 

[0031] m.i^m}i^^ts^mm(Dmm^. :/n7^-r^A^t/:7°i37^^^G#^ffiv^TiH]iR^ 
. ^^m^itm. mm^^m. mmttm. ^^ttmmms.^^^mm-r^^ti,nmx^ 
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•mytwi^m. mm:^&wmm(EiA\ Mm^^wmm(RiA\ EusAmi^xmmx- 
[0032] Lmm(DmtiiRnywcnmmi 

[0033] ^mm<DWM^^\^-r:b:}jm^. w-mm^'r^M&<D^m\z.mmir^:Ltf)^-x: 

M;t(^. «^©^g|6HJ^^. ^S^jgc^m^^, ^^ttfiifiLiiR^ 
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^i.fcm^^mtiiRxf^Mt-r^:it-hx^^. ^tc. ^^mi^ifii^m<Dmm(Difim^ 

(D^JW^Kn\^x^^^^^^^thx^^. ^fc. yuT^i^At.fci'^Gm^ifrvxm^^ 
mm^mM-r^^th'^mxh^, 

mmAm^mut-r^m^. m.^'^'^f^\tmm^(Dmw-^m^-f^:Ltt^x^. 
[0037] :^mm(Dmt'^—^—^ii\mm^^m^^xmt^'^^^m^^\^~^f^\-±'^m-r 

•S^^fe^L-"C^■±^ (Monoclonal Antibodies: Principle and Practice, 3rd ed. 

(1996) Academic Press#^) . ELISA, RIA, ^BMW^^^i^. :fe^*0JI^^-fe^*^ 
CO^fe^ffl.|^<[::^^'fefe(M;tf^\ ABC?i. CSAfe; Monoclonal Antibodies: Principle 
and Practice, 3rd ed. (1996) Academic Press#fi^) , ^=cy.^iyy^x:iyy^^iy^\ 
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^—V (FITC) ^fzJi%-7^^^^)::^Tymx'^%Wm^fd^m:m^^. ^^-y^-T/u^ 

m^^'itmt. mwmmm'm^mi^x-^xmm^m^-r^:Lthx^^o ^tc. m 

mm(Dm^mWi^m^^x'Miu n^^t-r^m^^^mux^^. m—mmm^^m 
xmm^muu m^m-^^m^-^x^M-r^Jfrna. mmxh^. :^mm(Dmm(D 
^ffi • mm:fjmti^xwim^\^^ ^^.ox^^^ 
[0039] miL-tcmmn. 0^L-<nskmRxj^r^ym^w-^fc^^m^i^m^(Dm^(Dmm 

(RPMu mDMm)^xmm'r^^t^^x^^, mmn. mm^i^rx\ 0*b<{^37°c 

i)^X^^. 

[0040] mM^—^—tVXCDU-A^^htlX:^^. CD14^tt^^;ei>^>^J5gLfcTOIffiJ9SJi 
rfe^lBlS^^iiC'b^V^ejtbTV^SCPickl et al., J. Immunol. (1996) 157:3850-9; 
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Jefford et al.,Blood (2003) 102: 1753) o ^^^«^*fflJia--i^'fk^i^fc»'a'. ^fflSS 
m^(DCDU:^WlDEl(D^mi}f^hhi&T-i-^^^. HIDEl(D;^;0SCD14J;'9t?^fe 

CD14j;t9ti. :^^0^cDHIDEl(7);^;as^^i|#^6^tc^jauTV>§BTtg'|4;iS^P^$ 
f^oT. :2^^0^(DHIDEl^m^^Lfc^^c7)^tii.^^;^^'il::J;oT. 

[0041] L^^yh] 

^^tbTv^s^-^f^f*. mmm^mm-r^Rjt^mm. mm^mm±^\^^^^ 

nxi^^m^\a^m^m^^^yH:i^tt)^^t^'^x%^o ^fef-. m'^t(DmmKmi^fc 

[0042] imMco^^it-mm'] 

¥^M^/c^1^^^;^7^>'^f^ffl$-fr^i^^;Ij;^9, -^^uyr^Z:^ (Nature (1987) 
325:262-5; Nature (1986) 323: 86-9; J. Immunol. (1988) 140: 1345-9; Jpn, J. 
Cancer Res. (1989) 80: 59-64) , mV\M^(M^l^. Thurnher et al., Exp. 
Hematology (1997) 25: 232-7; Schuler and Steinman, J. Exp. Med. (1997) 186: 
1183-7#3^), ^#?^0JiS(Lacey et al., Endocrinol. (1988) 136: 2367-76; Mundy, 
Bone and Miner. Res. (1993) 8: S505-10; WM^n-196864:-^)m^1^'it'f'^^ti!)^ 

^hnxv^^o :^mm(DmM-^—^—^iiimmt^m^^xmm^tv^^mh:inh 
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n^r--v^5>f bM2*H^(^#^TTi§«-r5X@. (2) j:§*^nfc«(::*3tt 

[0045] Wit^rT^HBS (DC) {^^(D^'m^x^^m-^^hmmi-^^t-^'^x^^ (Mx.«\ j. 

LeukocyteBiol. (1996) 59: 208-18; Thurnher et al., Exp. Hematology (1997) 25: 
232-7; Schuler and Steinman, J. Exp. Med. (1997) 186: 1183-7#fiS#K) „ ^tlh<ik 

^(D:f7mxDC(D^^mm\^^m^ti^^^h^4>'^^mm(Dmmxmc^mm 

'r^:ijmxhmmm6^immm^tvxum'r:6^t^'^x^^. m^. mnm-^^ 
uyr—i^^'^^—mwc^^ (GM-csF) RmL-4^^Txm^^t}.fz.^wmn. ^ 

tl^^-f-^^t^^Wi^^tlXl^^^O. LeukocyteBiol. (1996) 59: 208-18)o J:oT. 
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[0046] DCi-i^cD^j^^trnm^x^^im^Dcti^mDCK^j^m^n^o j^mm'-\^mmi-i. t 

m'^i^M(DmW. CD80. CD86. CD83. MHC-I. MHC-II#(D^?i.^Jt#^^-f-5c ^ 
tLt^M^-f-5CD40. CD80. CD86, MHC-I. MHC-llCOm^U^t—^VXiS^, * 

[0047] th7fet^JfiL^^^^gt§;^^/c^^^IL-l, IL-2, mmMW^ (TNF) Xfi^^^-:7 

mm'B^'\±^^-r^^^^yT—i^^mmx-^^:zt^m^^tix\ (Nature 

(1987) 325: 262-5; Nature (1986) 323: 86-9; J. Immunol. (1988) 140: 1245-9; Jpn. 
J. Cancer Res. (1989) 80: 59-64) o #lfl¥5-130863-i-<2^#t^{t. lL-2AmL-l~^fc 

nhM:it^m^^tix\^ >§o :Ltih^A^(Djfmx'^^^^T—i^(D^^^mmi^iM 
^^n^-f-4h^^>^^mM(Dmtx^'^^^yT—i^^mM'r^:>j'^i:X'h'^^tiyr 
—i^^immm^ti.xmm-r^:it:^^^x^^. mmm^^^^^xmm^tix^^^^^ji^ 
^--/uar-^y^M-i^ :^mm(D:ffmi^:^n^'^^nyr—i^^^mmm^t\^xm^ 

[0048] mm&mRn-^^^-:7r—i^(Dmm^i^m-r^^Mmmiim^m'^^thir. 

Ife. #M#^^fj#^jfbSt><^(^m. THP-U HL60S:OT937^(^^^^J:§* 

m^(Dm^ (Df^MRPMu mDMm)'^xn^ti^o M^(Dmmn. UM^i^Tx\ 
*L<«37°ci?tt5o w^^h(Dmmm^(D^j^^mmia-i. 5-7 0 PhI. •^^n:7T 
—i^(D^^[:mma~±i8—2mmf)^:^^^^ti^^hthx\^^^:ztf}^h. $f^L<{^. M^yt 

^m^i^^-r^^t^^x^^o 
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[0049] mmmRxi-^^viyr—i^^m^'r^:)7m 

[0050] — -^^n:7r-v^«. ^mmm(Dmm. mm. mm^mm. § B^s^.m^tj^ 

^tbTV^^(#^2001-504683-i-<^#)o ;^^0J(D;^?itCj;i9^#^tT.S-Vi5'n:7r— 
[0051] ;*:^0^(D#^|fflJ3a(DC)^^#-rS^fefi. (l)«lffll^^DC^{b«|i§ia^(D 

-m^^m^W-hmk^^. (2) ^#:^^^U/c«l0J3^^lHliR-r6r ^r^^ j:f9 
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[0053] x-DX.:^mm(DDc^m^-f'^jf^^(D—mmti.x. (DUM^ti^faiiumm^u 
(3) mu^tifcskmmm^Dc^^mmm^^^r'vmm-r^jiu. (^)mm^fifc 

[0054] Dc\^^(Dji^i\:.miKxy)^m^Dctm^Dc\^ji^m^fh^o mm^cit^ rmm^^ 

m(DmM. CD8O. CD86. CD83. MHC-I. MHC-II^CO^^^^^^-TSo 

•f -5CD40, CD80, CD86, MHC-I. MHC-IKD^Jifl^i— iScbT*5l9. Tl^J^fe^DCl? 

-r^mm^(Dwmm'7o^t^^x^^. mmm(Dmm\HK]MMY)c^'&.A-r^i^mm{ 
[0056] ^fc. ^mMDcmmvf^. y-y'-^^/c^^cD i a^^5^a<z)?-&-^:s:u^^i^g5?fe. m 

^JciioT. IL-10cDS^> feSVMi-:^-r— ^^T*ffll^^>tIL-lO^^jq]$lJttT|0J!^^^ 
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[0057] ^/c. DC;as^J^^|i^-r:5tg;^^^IJfflLT. DC^I^rt-^^A-T^Sut-in vitroj:: 

[0059] \iYm^^^ismw^t\^xm\\ vmEm'mm^m^-r^^t 
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^mm^^v^/'^tcn^m'r^fc^(omm^^mir^o ^tc^mmn. ^HiDEm 

[0060] — «PJcD-x'^n:77'— v^^^#-rs;^fett. (DifeMIS^-^^n^T^v^^^ 

—m.^m^w-h.mk^'^. (2) ^w-}d^^\sk.is^0Mm:^U'r^z.h.\^xy) 
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M^fl. IFN-y , IFN-a/j3 , IL-l, TNF, GM-CSF, -^^n:7T^v'3S^PJ.lhH^ 

[0063] [];://N°^(D[HiiR-^#] 

[0064] ;^^5a(D;^^fe^cJ;l9IlIilX$:^^§y^^^°^^^. ^y^^<m^^^9)iX^^z.}itmh^^m 
o «^:fe^^fe^^LT. B#i#/e)^pJ#fetLfcy^^^^^^^^:$:^^::joV^T?g'l4fbbT;^> 
^^lJfflbT0iR$;^/cy^/-^^^§f3l^^#:^J;i^3V^T?&ffi'fbUT^^ttlby>-/N°«^ 

[0065] y^/^-^^^lHliUl-r5fcJ6(Z)M^|^^)|SftbTfi. :^^^^t?^iC7)i?fe5PI»9i|tJ:: 
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r^m^'^^^ti^x^. m^^i7immf^^^^-r^v>yi-^^4'^mmt^9— (lak) m 

m^mhtl^^t^^^hthX\^^^i^mtV>'^'<'mm^;]. Immunol. (1984) 132: 
2123-8; J. Exp. Med. (1982) 155: 1823-41) „ ^^X\ ^mm(Dj7mK^'0\Eii\^^n 

[0066] [lBJ}a(DS^] 

^n^mm^mm^ti^o ±m(D^ifm\^xv^m. WLm-^tcniBiiu^tit-m^^. 

m\^m\:^x^^w^ mmm(r)mMmi^ \ m.^^z.u^-r^-tt^x^^, issa® 
K^fi. mm\H. m.n\H. mn\H. mmp%. mm^m. ^mmiSLmm(Dmm\z.m 
ymmf^mtL^mm^xmo #*fflia©^^»«. m^cDW^^^ ttsu. ^t^. 

[0067] ^smi^y^-^^^ (LAK) mmi(Dnm^m^t\^x\^. mm^^mm(DM'^mmt^mrf 

x^^7v^mykmKy^\^x-hnf^fhx\^^^. ^w-ma^. m-^t>hm'^mmi^m\)(D 
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[0068] m'\±mm(Dn^^m^ @ mt-r^m-^Kiii:. m^mmm. m2mr^mKLAKmm 

[0069] «rJ|^»(DC)^fet>. -IS. ^ll^(D^tt«^c7)#^^^, g fi^^UTfr^ 

[0070] mi^mmi-mmm^mmi^f'^fDnm^m. ^tcmm. r^^m. 

hthx^fz.Dctmmti::)jm\^i.<om^^^-^'f-^^ti)^x^^o 
[0071] -^iJ^n^T— :^{^ . mm. mm^ mK^^^^^-m mm. i ^^mmmRxj^^^m^ 
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[0072] 1. i5iHIDEl^f:^(7)l&# 

, thHIDElst'^^^l^cDNA^^y^^y— ;5^ejPCR?i^;iJ;o-Ciii|iSb. m^htlfcPCR 
0i^^Sfli^i#^7lfflSS^?a-<i^^— pcDNAS.l (Invitrogen) filiJ'n— ^^/i^'b/c ( 

pcDNA-hHIDEDo ^MM^thtc^^^~-Xn, thHIDEl (hHIDEl) ©C^jllJi^MyciJ^ 
^^■^^^M'a-^tlX^ pcDNA-hHIDElSryAK:7^i5'hT^^2000 (Invitrogen) ^ffi V ^Tt 

, :7^-1^^M^y (fcm) (^j:i9h HiDEimmwtRit^^^m^±m^muu ^ 

HIDEl^^L^^a^-f-5^^^:/yK-'^^#fCo 
[0073] 2. 1^^M^!J (FCM) 

h HIDEl^Ji293T^U^if ^§y293T^^;i^^^i^, 2mM EDTA, CSO/oBSAADfT^PBS 
iC^^^b. ^tL^^tLl X 10'lHlS/'^^/K^*fflMS-C96well7Wdr^/:7Vl^:/U— h ( 
FALCON) J^^V^/Co 700g. 4°C-t?25>^3^'L<TOMY Multipurpose Refrigerated 
Centrifrige LX120)b. ±^^^^VfCo VoX^^-f^—'fxrtv^^^'^^MZJb ix If O 
»bT5^rBl#gb/ttt. ^^^:7^yK— •^(lH12)_Lif^50Ml/well^^Pb. m^X 
305)-^gb/Co ;t-;^/7'^^'=i>'ho^/^^b-C. 2mM EDTA, O.SroBSAADfZJPBS-t^lO 
f§#f^b;^ciIsotopic control IgG2a(Immunotech) ^fgffib/^'. fe^#:icDSJ^;^^^ 
3^/l/(^2mM EDTA, 0.5%BSAA'9©PBS^100 ^ l^^Ob. 700g, 4T:-C2^^5®>L>br 
_h?f ^^^b/Co rtb^t,5-SI*'9igbm#^ff ofc. ?5fe^m(D*fflJ3SfC. 2mM 
EDTA. 0.5%BSAA'9COPBS-C200{^^f^bfciGoat F(ab')2 Fragment Mouse IgG(H 
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+L)-PE(Immunotech)^40jul/well-e^;tJPL. mU-^'30^f^WUl^fc. — ^fetf*: 
fD^m^. ?5fcif^^30fTV\ ^0JiS^2inM EDTA. O.sroBSAADcDlml PBS-Ci^ffiU. 
:7n— i^-^M— i?'— (Cytomics FC500 Beckman counter) "Cjlf^ffSr^fofCc M;^Sr|ll 

[0074] 3. ^ HIDEl^#:t::j;^PBMC(D^'fe 

HIDEl^#:tDSJ^?'l4^M-<fCc ^"f ^ tbT^l^ik/^^fe. HISTOPAQUE-1077( 

Sigma) ^fflV^TPBMC^#ltL/Co i^AT. PBMC^fflV^T2. (DFCMi:|^C^f1?^tt 
o/co J;"9=i.#:Wt-tt. :7n— i^^M^y^ffiv^TPBMCS^lBI^(D;k:^$^^t5:gLT-- 
, :^^(D^feici:b-<Tfc#e^:^^t^ll^^of:i(Bl5). HIDEl;i5^5#(Dffb 

[0075] 4. ^5iHIDEl^^i:f-tfeC0^^b-^— ^ffiV>fc:PBMCcD— fi^-fe 

PBMC^. 2mM EDTA, 0.5%BSAA'9OPBS-e^^^U. ^tl^^tllxlO^ cell/well ©IB 
JiSiiS-C96well:7Wdri/7VP7V—h (FALCON) i^jf^V^/Co 700g, 4°C-e2^r^i®-L> 
(TOMY Multipurpose Refrigerated Centrifrige LX120)L. iiM^^^bfcio Fcl^-fey^ 
^_-/p.^^^^r>^yVtC5/i 1-f o^^J0L-C55>raW^»L/c=^. /-^^r/yK— v'(lH12) 
±.^^50 fil/we\mM\^. ^^a-eSO^ffhgbf-o ^:^^7'^^'^>hn— /V^bT. 2mM 
EDTA, 0.5%BSAA'9(^PBS ■TrlOf^#-3il^b/::Isotypic control IgG2a (immunotech) ^ 

W:i^t(DR);t:-^. #'^3i7K^2mM EDTA, O-SyoBSAAl^fT^PBS^lOO ^ l^^JPb. 700g 

W"^<Dlmm^. 2mM EDTA, 0.5%BSAA'9(OPBS 'e200{§#f^bfcGoat F(ab')2 
Fragment Mouse IgG (H+L)-FITC (Immunotech) ^40 n l/wellt?^^)Pb. 'MU.X2,Q'^7^ 

mm^WL-f-o r:mjiW-(DKmm. m^^mn-^f-o mm^mw^. 2mM edta, 

0.5%BSAA'9(DPBS-ei0ft#|)^bytPE^-</^^tL/cfei:f*^50/z l-f O^^inb. 30^r^ 
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mU-<:^mi^fCa {MbfcirCf^fi. CDllb. CD14. CD33. Isotypic control IgGl 
(Immunotech)-I?fe5o ?5feif^^3IlI^TV\ FCMM^^— :/f^#L. PBSTlmU;lU/^ci^>^ 

[0076] HlDEl(D^m\^:isn^^i^m^^^hKmM^^M'i'f'^fc}^. ^m-^~:fy—<Dl 

o-Cfe^CD14 (ref.2) ^ffi V ^T^HIDEl^f^^^cD^S^fe^tfo/c (06) „ ^(D'^^ 
, CD14|^ttlSJi^cD99%MDEl(D^^;a5^i6fetbfc(|g6b^c)c :^/cCD14|^tt 

CD14^t4^it^¥(JSiJT^S BTtgtt;aSfeSo o^i9, feiHIDEl^f*i;ij;oTCD14j;^) 

[0077] W-^— -efeSCDllb (ref.3) t^HIDEl^^t(D^fi^fe^^To/c^m 

CDllb||P^t4HIDEiP^t4(7)r^HIS^iafi^(-^^"t?S>o/t;aS(g|7c), CDllb||^t4 
HIDEl^'[4cD|ffiJiS^fflfiIJ://-^^-efcofc(|l|7d)o HIDEl«CDllbJ;«9 

^^t^ti$locD^5t-^— -e&5CD33 (ref.4) tiriHlDEmi^<t^X^^M^^^ 

fcCD33^t«j}aff'©HIDEl^ttlBJ}a(DfiJ-a'fi94%-efeofc: (1118b) o i^AJiOlg;^;?)^ 

[0078] 5. ^HlDEmm^^^WnWm^^(Dm'^ 

i^fc, ^HiDEiifii^^m^^tcwnWim^<Dm'&<Dfci^\^. 2. (OFCMtm^i-m^^ 
n-^fco ^mm^fciihmwmmn. thp-i, HL6o:s.t;«u937-efe5o ^(d'^^. 

HIDElf*, HL60. V937RiyTUP-l^(D^W.^<D\iH^mMJi^l^:f^^^X^^^^t^m 

ff^^tm-^mx^^. 

[0079] mRNAcD^m^^mb/c^m, •^•>;^J^*5V^THIDEUiJ!f JiiS5fe(D#^*Sj!St^^ 
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[0080] ^/d. ^^^^^j^^^JiScDTHP-l^^'fbfl^H^TfeS^/^^— /V^y^7^/VJCj;o 

T-v^n:7T-v^^*B)3Si-i>{b$*5<^^ HIDEl(D^m{*l^b<M^>b/c(|2l9d), rtL 
fe(^l^m{MDEl;as^^(^#M6^ti^mbTV^Si^^5S<^B^LT*3'9. HIDEl;^^ 

[0081] 6. r>ai^^>'^^n5/7^^>'i/ 

hHIDE1^^293T(H) ^^^hn— 7^(7:)fcfc^;Iffi(7:)Myc^^'g^^^^^^°^5^W^^^ 

bTV^6293T(C) ^SDS-PAGEffiMW?-SH=^ J^iaMb. 12.5%(DSDS-PAGE^VV^M 
V^TS^^I&Srttofcio SDS-PAGE(Cj;i9SM^tl.fc:^>^-'-^^K^PVDFj^(5;i;7KT) 

:/nv^hgt^yNxr:/yK— ^-h^t (3F12) i:^?a-t?lB#r^SJ^:^i^f::, 293T;aSHIDEl§r 

|§mbTV^?)::i:^5t^^^s65^ci6^^. :7^n-/^m— ^-^^eOOOf^i^^lRbfc^Myc-tag^ 

^}^0.5%©Tween20^-a■^^PBS-t?M^^5fe^f^=^. WBuffer(20mM HEPES. 1%BSA, 
135mM NaCU 0.1%p-tKndf-iy-:73i^/l/g^^, 0.15%cathonCG, 10 /x g/ml:/n^ 

:7^/— /^:/VV— )-T?3000f§^fj^bf-fei-^'>^IgG conj. POD(MBL) t^tS-eiH#rH^ 
SJ^C^i^rfdo ^^fei#:.i:(^SJ^?^> T^^-Z/V^^O^^fe^^^ff V \ Super signal (Pierce) 

.^oTfb^^^^frv^. g s^tD^^^-K^^mbfcc r5/^ia?(j;?)^p3^mu/chHiDEi 

<^^^»«19kDa-efc5;a5, hHIDEl(Z)^fflJ3^^K7«-f'Vf*40Bff*SiIf^lfl:^^tt§^c 
^^). ^(Z)^m<i:bT23kDair28kDa#3ai;i/-^:/K;^5->:7hbTttW^tLTV^5 (1114b) o 
[0082] 7. ^mtt^ 

hHIDE1^^293T (H) m(D^^^y<i^W^^MVX\^ ^5293T (C) (D^m^^m'MW 
lnil(2X 10^«/ml) 0.5mg(Z)lf;^-^^(Rerce) ^M^, 4°CXmm^^\W: 

wi^fco 4°c. 2oogX5^mm'L-i^xmcttm^PBsxmmi^i.fco m^^ikcottmi^ 
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, mM^^iyyr-'(10mM Tris-HCl pH7.5. l%NP-40. 150mM NaCU X200 Protease 
inhibitor cocktail(Sigma))^lml^JPx.. yK'Pi^ZO^m. S^^^iC^mU^UVfCo ^(D 
20,400g. 15^W]S'L^LT. _htf ^UlilXL. 50 m iCOrProteinA Sepharose 

FastFlow(Amersham Biosciences) {CtlU^fCo 4°C. SO^^fMI^^^Mii^^ftofcfl, 4 

-b^t^^HIDEl^#:;aS|§'^LfcSepharose(JrL^0^^N^yyK— '^(3H3)_b?tlml 
^50 ItDrProteinA Sepharose FastFlow^H^JPx.^ 4°C'ei0vF^n— v-aiXUfctjCQ 

mmm^^-^^m^L-. l2.5%(DSDs-PAGE<^v^^Mv^T«^^1<^^)^^To/co e. tmm 

conj. POD (MBL) tR}t-^'\i:tc^. Super signaU;ij;o-r'fb^^3fe^^TV\ @ 

[0083] 8. ^hHIDElfeilf^ir'frfi^W^lBIS-^— :^^BDCA3SrfflV^fc:PBMC(D^m^-fe 
^S'#:^^5^^^bfcPBMCtr. 2inM EDTA, 0.5%BSAA'9cOPBS-e^PL-. ^tl^tl 
1x10^ cell/wellCO|BJIS^^i^"t?96well:71/d5-v^::/7]/:n/—b (FALCON) JC^tV^f'o 700g 
, 4:°CX'2^f^3M'L<TOMY Multipurpose Refrigerated Centrifuge LX120)b. ±?f ^ 
^^Lfdo FcUir7"i5^— 7'n>;/^(lmg/ml human IgG)(Sigma)^ig-'^j:/Vl::iO m IT 
miJUl^XmUi^lO^m^ML-fc^. 2mM EDTA. 0.5%BSAA'9CDPBS-t?10f§#|Rb 
/cBDCA3-PE^#:(Miltenyi Biotec)^50 l^;fjnL. IB^^. 4'Cn?#eLf'. ^;*f7^^ 

/V^b-C. 2mM EDTA, 0.5%BSAA'9cDPBS -C10f§#-fXbfcIsotypic 
control lgGl-PE(lmmunotech)^'K^bf::o ifii^tCOR)^^^^^ ^^azM^2mM EDTA 
, O.5%BSAA'9cDPBS^lOOjul?^;t]0U 700g, 4''C-e2^^^>L^LT_h?t^^^b/Co ^ 
tb^^ 5 — ^#"9 3gUT?5fe^f^^ft o fco C7) ^^FITC7^/H.fchHIDE 1 mU 

vi—jVtVX. 2mM EDTA, 0.5%BSAA'9(DPBS "^^lOfi^^f^bfcIsotypic control 
IgGl-FITC(Immunotech)^^fflLfCo ^^t^SlUfTV^, FCMM^^— PBS 

BDCA3iattlffiJiS»(5<JfA/^^;OSHlDEip#t4-^-fe5r^;65^;6>ofc(|1110b 
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[0084] 9. ^TL-^f^^^HIDEl^lif^cD^^ 

#^tT.fcPCR0#I^l&i^tt^5^SJ5S^Ja'<^^— pcDNAS.l (Invitrogen) (CliJ'n— 
=Vi/bfc(pcDNA-mHIDEl)o •vi>;=iLHIDEl (mHIDEl) (DC7^#JJ^Myc^i^^;a5 

B4^$tlS J;5 i-^^^— ;0S7'-^fW$tLTV pcDNA-mHIDEl^y /J^Vm^br^^ 
2000(Invitrogen) ^fflV^T-^«^;^tt**0JI^L-celU^— jii'^i;i#Ab. 
fcmHIDEl^m^fflJia^^MtL-C. Wister9^yhK:^^l.fc. ^m^thtc^^yhm^^^ 

[0085] 10. :7n— f-^Mby(FCM) 

raHIDEl|§sa293Ti:if ^M293Ttjb< . mHIDEl|§5aL-celli:Sf ^ML-cell^, 
2mM EDTA, 0.5%BSAA'9(DPBS-CM^b. ^tL^^tLlxlO^ cell/wellcD^ffllS^t^-e 
96well:7W'=3r^>^Vl/7°l/—h (FALCON) ^ilJtV^fCo 700g. 4t:-t?2^^:®'L>(TOMY 
Multipurpose Refrigerated Centrifrige LX120)L. _h?f ^^^^b/^Co ^^^^^W—^^ 
if ^50Ml/well^^^Pb. ^ta-e30^#gbf-o ^:^>-r:7"^>'bn— /V^bX. 2mM 
EDTA, 0.5%BSAA'9C)PBS XlOOfS'^l'^bfcIsotypic control IgGGl, 2a, 2b(MBL) 
^fMb/c. 

#'^3i7K^2mM EDTA, O-SyoBSAAl^fT^PBS^lOOM l^^JPb. 700g 

W"^<Dlmm^. 2mM EDTA, 0.5%BSAA'9(OPBS 'e200{§#f^bfcGoat F(ab')2 
Fragment Rat IgG (H+L)-PE(Immunotech) ^40/z l/well-e^;?]Pb> ^ifiXSO^^W^ 
SbfCo r.-m7iW-(DKm'^. l5fe^^3[Hl^TV\ 'mfk^2mU EDTA, 0.5%BSAA'9(D1 
ml PBSX^iSb. t^-^M— (Cytomics FC500 Beckman coulter) XM^ 
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[0086] 11. feimHIDElfeif2^i;^{b-^— ^MV>/cPBMC©^m^fe 

mm^kmrnm^ (pbmo KM-r^^mHiDEmw^(DRft>\^^m^^fc^. 

c57BL6-^^:^M'^iki^h. Lmpholyte-Mammal (CEDARLANE) ^ffi V ^TPBMC^^ 
ItbfCo PBMC^, 2mM EDTA, 0.5%BSAA'9(OPBS-Tr®l?®L. ^fh^fhlxio'' 
cell/wellcD|0J!^iti^-t?96well71/de-;/://P:7'W—b (FALCON) \zM^^f^o 700g. 4°C 
'C25}-^3^>i>(TOMY Multipurpose Refrigerated Centrifrige LX120)L-^ Ai^^MW^ 
fCo 100{t#f^bfcFcWir^°^— ^V5/^(CD16/32iTLf*) {Pha.vmmgen)^^^^M^ 
50;ul-fo^^]PL.-C^ia(;il0^r^^Sb/c^. 2mM EDTA, 0.5%BSAA'9(Z)PBST^ 
100f§#f^LfcPE^-</^$tLfc^#:^50;zl-ro^;!jPL. IB^^. 4°C-e#ffb/Co ffi 
fflL-fc^#:f5> CDllb, CDUc. Isotypic control IgG2a, 2b (Pharmingen)"efc§o 

^W-tCOKJ^^'iks ^^:^MZ.2mU EDTA, 0.5%BSAA'9(Z)PBS^100 /z l?|s;(jnL. 700g 
. 4°C-t?2^r^3S^il^bT_h?t^^lgLfCo ::tb^ti5-Jt^'95MUT^^^^ff ofdc ^ 
?t^C)|fflJiSt-FITC^-</VbfcmHIDEl»S^*T:^(5F8)Sr2 /z g/mlc7)|i^-t?50 1^*P 
4^-t?l^r^#gbf::o ^;?f7'^:/=ti/hn— /V^bT. 2mM EDTA, 0.5%BSAA'9CO 
PBS T100f§#f^bfclsotypic control IgG2b-FITC (Pharmingen) b^Co 19cWk 

3lHlfTV\ FCMM^^— 7l^#b. PBS-t?lmU^b;^cf-^7V^^:7n— ih^M— -e 
mmi^tlo M:^^EIll(a). (b). 11112(a). (b)(C^-r. 
[0087] 12. feimHIDEl$T:f$(Cj:6^'^^#l|ji^ia(D^-fe 

mmmm^m^x^f^o i^T> lo. -e^bfcPBMciinb^f^^ff ofcc 'i^^^mi 

1(c). (d), 012(c). (d)J:i^-r= 
[0088] -^^^M^^ (PBMC) ^-^'y';^#)ijil0JlS^:i>?f bT. fcHIDEl^#: (5F8) tm-^klm^ 
-^—tl— (CD 1 Ic) ^ffl V ^^c— CDl IcPifMlSeZ)— §P;$SH1DE1 

-T:?feSr^;is^;6>o^c(|gi2b. d^mP^)o cmic\^n¥Mm\z.-h%m^x\^^i)^. 

[0089] itL^<z)i^m;e)^?3. -^^^wmEm^ \ihtmm\^. m^^'^K^ii'r^WMmii) 
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'So 

[0091] HIDEUi7^ttt^(^¥^^-#M6^i-li?ibTV>5^^;0^P>. ir/Py— 

*0JiSfi:fe^lBJi^^^£^^ffiV^fetLTV^5(Pickl et al., J. Immunol. (1996) 157: 
2850-9; JefFord et al., Blood (2003) 102: 1753)o HIDEl^-x'— tbT3lfj^$tl.S 

^t-f*^?aUTV^/^V^^i!;0^e>. ^HIDElfe^:#:^fflV^T7l5^^ifiL;^|^bHIDEl^ttlBlS 



fcT. ^IgP^cDHiDEi-x—;^— ^fgfi-r6i7Lf*^^iJffl-r6r^[^j;'9. ^fi. '>^7^;^ 
tbHIDElf^. ^^©^'fb:S:tJ«/^f'fiit5a^-P^b-CV>S'STtgtt;65fe«9. 
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(1) HIDE1®SK> 

(3) ±fB(i)^rctt(2)c75^ e«(^»f;r-e$5^?. ^>^^<it>8T5:y^?^s^^-rs^y-< 

(2) X@(1)^^*3V^T. irLf*i:|^-^Lf^«»^^ffi-rSXfl 
[3] ^(DX^^^tp, 

(2) X@(1)J^*dV^T. ^f*^IS^L/cM«Sr0l|3l-r5XfS 
[4] ««|^)|Sf^5^t^ifiL^^, J»^jk^fcf^#MT*fe6. ft ^IR2^fc{^ff ^JS3|E«fe 

(1) ^^*0is^^tJt>t*sjis^^bfi«H^#ftTT^^*-rsxm. 

[8] ^(DX@§r-^tf. -('i^-tr>n(^^ov^-c^^j:i9-^i5'n:7r-v^^fl^-r6;^&o 

(1) ¥5tf^HIS^^^n^7'--v^^{bM^H^#^T-C±§*-rSXa, RXf^ 

(2) xa(l)T^i:§*$tT./c*fflJiS^f»^^l|E*c(^fei;#:i:®M^-^. HIDElcDl^m^M 
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[10] 7j^(7)xfM^^tp. mmm^m^-r^j^mo 

(4) X@(3)T-J#*$tLfc*BJi^^ff ltEgc(0^#:^^M§it. HIDEKD^mSr^ 

o 

[12] mm^thf-m^mmK mm(o^p5Axj^x^tim^mi^^^^hth^h(Dx^^. m 

[15] ^(DXS^-^tp. ■^^n:7T-v^^^#-r5;^?'*o 

(1) ai^$nfc«*0J3SI^3lsf^«^:>Sl|E<!c(^fei#:^^M$^^6Xm> 

(2) Xm(l)t-*3V ^T^^^I^-^U/ci&Ll^^SJSS^HiRi-SXm. 

(3) XS(2)(:i^oV ^T0JCl$tL/c«lBI^^'^^a:7T-v?5>^b«I^H^#iiT-TrJ:^ 

«-rsx@. 

(4) xM.{z)xmm^f\^fzmm.^miF^mum(Dmw-tm%k-^^. hideicd^^^^ 
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[16] mmvfcmm^^hK^mt-r^jin^^t?. m^mi5mm(o:^mo 

[17] mm^tifc^^^^yr-i^^K ^mmm(Dmm. mm. m^'i^^m. s b^^^m 

[18] ^(Djm^t^v>^^<'m(D\Mii\^:fjmo 

(2) x@(i)j^*dv^-c. mm^i^^^nf£^>^fcskmmm^\M]U'r^j:.u 
[19] ^(DXM^^t^^'mtvi^^<m^m'S'r^:^mo 

(2) ^fe^#:^^;1^'a^$t^^^^^o/■::«|fflJ|&Sry>'/^°^^LTIl]IlXi-SX^l, R-a 

(3) X@(2)t::*5V>-CIlIiUl^tLfcy WN°^tri:t«t-?.X@, 

(4) xm(3)(c*5V^T^&*^ttf'y^/^°^^^^tt^^^b. ^Stt'Tby^z/^-^SrHiR-rsx 

m 

[21] ^mi^y^/^-^^^Ji^ mm^f'nm^-\^mm(D^mR-(yx^fcm^mi^m\^^hti^h 
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[52] 



666 



HIDEl (mHIDEl) 



HIDEl (hHIDEl) 



I^r-f^U^ : t h 

i^ft^ : 6 90 

[73 . 932% / 702 bp] 

mHIDEi:i ' ATGCCCTGGACCATCCTGCTGTTTGCATCTGGCTCCTTGGCCATCCCTGCACCATCCATC 

* * * * * it * * * ^ * if * * if if -k ****** ************* ***** ************ 

hHIDEi: 1 " ATGCCCTGGACCATCTTGCTCTTTGCAGCTGGCTCCTTGGCGATCCCAGCACCATCCATC 



6 1 • TCCTTGGTGCCCCCCTACCCAAGCAGCCACGAGGACCCCATCTACATCTCGTGCACAGCC 
********** ************** ************ ***** * **** *** 

61" CGGCTGGTGCCCCCGTACCCAAGCAGCCAAGAGGACCCCATCCACATCGCATGCATGGCC 

121' CCAGGGGACATCCTAGGGGCCAATTTTACCCTGTTCCGAGGGGGAGAGGTGGTCCAGCTA 
** *** ** *** ***** ***** ** **** ******** ************* 

121" CCTGGGAACTTCCCGGGGGCGAATTTCACACTGTATCGAGGGGGGCAGGTGGTCCAGCTC 

181* CTACAGGCCCCCTCAGATCGGCCTGATGTAACATTCAATGTGACTGGTGGTGGCAGTGGT 
** ********* * ** * ** * ** ***** ** *** * ** **** 

181 " CTGCAGGCCCCCACGGACCAGCGCGGGGTGACATTTAACCTGA GCGGCGGCA 

24 1 • GGTGGCGGTGAGGCTGCTGGGGGGAACTTCTGCTGTCAATATGGTGTGATGGGTGAGCAC 
** * ***** * ***** **** *** ** ***** *** * ******* * 

233" GCAGC AAGGCTCCAGGGGGACCCTTCCACTGCCAGTATGGAGTGTTAGGTGAGCTC 

3 01' AGTCAGCCCCAGCTGTCGGACTTCAGCCAGCAGGTGCAGGTCTCCTTCCCAGTCCCCACC 
* *** ********** *** ***** *** *** * ************** ***** 

2 89" AACCAGTCCCAGCTGTCAGACCTCAGCGAGCCCGTGAACGTCTCCTTCCCAGTGCCCACT 

3 61' TGGATCTTGGCACTCTCCCTGAGCCTGGCTGGAG - - CT - GTGCTGTTCTCAGGGCTGGTG 

********** ******************** * ** * ** * i, ********* 

3 4 9" TGGATCTTGGTGCTCTCCCTGAGCCTGGCTGGTGCCCTCTTCCTCCTTGCTGGGCTGGTG 

418' GCCATCACAGTGCTGGTGAGAAAAGCTAAAGCCAAAAACTTACAGAAGCAGAGAGAGCGT 
** * * ** **** ******* **** ** *** ********* * ***** ** 

4 0 9" GCTGTTGCCCTGGTGGTCAGAAAAGTTAAACTCAGAAATTTACAGAAGAAAAGAGATCGA 



47 8 • GAATCCTGCTGGGCTCAGATCAACTTCACCAATACAGACATGTCCTTTGATAACTCTCTG 
************** ***** ****** ** ************** ******** *** 

4 6 9" GAATCCTGCTGGGCCCAGATTAACTTCGACAGCACAGACATGTCCTTCGATAACTCCCTG 
53 8 ' TTTGCTATCTCCACGAAAA TGACTCAGGAAGA 

*** * ***** ^^^^^^ ^ ^ if ^^^^^ 

52 9 " TTTACCGTCTCCGCGAAAACGATGCCAGAAGAAGACCCGGCCACCTTGGATGATCACTCA 

57 0 ' CTCAGTGGCAACCCTAG- - ACTCAGGGCCTCGGAAGAGGCCCACCTCTGCATCATCC 

** ** ** *** ** **** ** * ************** ** * ** *** 

589" GGCACCACTGCCACCCCCAGCAACTCCAGGACCCGGAAGAGGCCCACTTCCACGTCCTCC 

62 5 • TCTCCGGAGCCCCCTGAGTTCAGCACTTTCCGGGCCTGCCAG (iB5lJ#-§- : 1) 
** ** *** **** ** ************************ 

64 9" TCGCCTGAGACCCCCGAATTCAGCACTTTCCGGGCCTGCCAG (iB5'JS-^-5) 
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